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**Abstract**

Major Depressive Disorder (MDD) is a serious, debilitating, life-shortening illness that affects many persons of all ages and backgrounds. All FDA-approved antidepressants used as monotherapies have shown only modest benefits. In fact, in acute (6--8 week) studies, typically with relatively uncomplicated, non-chronic forms of MDD, remission rates range between remission rates range between 30.0--35.0%. To make matters worse, as currently delivered, none of these pharmacologic and non-pharmacologic treatments have been shown to result in rapid symptom resolution (defined as a sizeable and statistically significant treatment effect versus placebo that is apparent as early as 24 to 72 hours post-initiation of therapy), despite the tremendous need for rapid antidepressant therapies that would allow for meaningful clinical improvements within the context of very short hospital admissions for TRD patients. The goal of the NIMH-funded RAPID (rapidly acting treatments for major depressive disorder) program is explore treatments that could meet this need. This lecture will review current options for treatment-resistant depression, as well as the rational and structure of the RAPID program and its components.
